ABSTRACT Aims/Introduction: There is still a lack of simple methods and instruments for the early assessment of autonomic dysfunction in metabolic syndrome patients. Assessment of sudomotor function has been proposed to explore autonomic function, and could be used as an early biomarker for metabolic syndrome. In the present study, we use a quick and non-invasive method to measure sudomotor function, and aimed to evaluate its efficacy to identify metabolic syndrome in a Chinese population. Materials and Methods: Information on the 1,160 Chinese participants involved in the study, such as age, sex, blood pressure, waist circumference, body mass index, fasting plasma glucose and lipid profile, and SUDOSCAN, was recorded. During the sudomotor test, patients were asked to place their bare hands and feet on large electrodes. The test took 2 min to carry out, was painless and no participant preparation was required. Results: A total of 567 participants were diagnosed with metabolic syndrome. The prevalence of metabolic syndrome correlated significantly with increasing SUDOSCAN cardiac risk score (P for trend <0.0001). Furthermore, an increase in cardiac risk score value was associated with an increase in the number of metabolic syndrome components (P for trend <0.0001). Compared with the no-risk group (cardiac risk score <20), participants in the high-risk group (cardiac risk score ≥30) had a 2.83-fold increased risk of prevalent metabolic syndrome (P < 0.0001), and 1.51-fold increased risk (P = 0.01) after adjustments. Conclusions: Autonomic dysfunction is correlated to components of metabolic syndrome. The role of SUDOSCAN in the screening of at-risk populations for metabolic syndrome has to be confirmed by further studies.
INTRODUCTION
The metabolic syndrome (MetS) is a complex of interrelated risk factors for cardiovascular disease and diabetes. These factors include dysglycemia, raised blood pressure, elevated triglyceride levels, low high-density lipoprotein cholesterol levels and obesity (particularly central adiposity) 1 . MetS is becoming increasingly common in China. Age standardized prevalence of MetS in Chinese populations was 9.8% in men and 17.8% in women in the year 2001 2 . In urban residents, MetS prevalence is higher because of drastic lifestyle changes after China's rapid economic growth in recent decades; it was 35.1% in men and 32.5% in women during the Shanghai Zhabei Health 2020 survey (2009-2010) 3 . Therefore, more researchers are paying attention to MetS, and more studies on its mechanism are being carried out. MetS is associated with sympathetic activation [4] [5] [6] . A previous study found that MetS is a state of peripheral sympathetic nerve hyperactivity 7 . Autonomic dysfunction, therefore, can be considered one of the most critical pathogenic factors contributing to the development and progression of MetS 8 . Autonomic dysfunction manifests as impaired sympathetic and parasympathetic function, resulting in hypertension, arrhythmia and sudomotor dysfunction. Examination of sudomotor function has been shown to be a highly sensitive detection method for small-fiber neuropathy and autonomic fiber dysfunction 9 . Sudomotor function, therefore, could be used as an indicator of metabolic syndrome, allow for early detection of developing morbid autonomic abnormalities and result in appropriate early interventions. However, assessment of autonomic dysfunction until now has occurred late in its development, and has been limited to specialized centers as a result of the lack of simple, cost-effective and rapid instruments.
In the present study, we use a quick and non-invasive method to measure sudomotor function, and aim was to evaluate its efficacy to identify MetS in a Chinese population.
METHODS

Ethics statement
The study protocol was approved by the ethics committee of Beijing Hospital, and was carried out in accordance with the principle of the Helsinki Declaration II. Written informed consent was obtained from each participant before data collection.
Study population
A total of 1,160 participants took part in the study from January 2013 to March 2014. Among them, 1,078 had a SUDOS-CAN test, and completed information about age, sex, blood pressure, waist circumference, body mass index (BMI), fasting plasma glucose and lipid profile.
Data collection
A questionnaire was administered to collect information on health status, history of chronic diseases, medications and lifestyle risk factors. The definition of smoker and drinker were participants who smoked cigarettes or consumed alcohol regularly in the past 6 months. Anthropometric measurements were carried out by trained and certified clinical staff members using standard protocols and automated electronic devices. Height and weight were recorded to the nearest 0.1 cm and 0.1 kg while participants were wearing light indoor clothing without shoes. BMI was calculated as weight divided by height squared (kg/m 2 ). Waist circumference was measured to the nearest 0.1 cm at the midpoint between the lower margin of the least palpable rib and the top of the iliac crest using a stretch-resistant tape when standing with feet close together, arms at the side and bodyweight evenly distributed. After at least 10 h of overnight fasting, venous blood samples were collected for the measurements of plasma glucose (automatic analyzer) and lipid profile. Measurement of triglycerides (TG), total cholesterol, highdensity lipoprotein cholesterol (HDL-C) and low-density lipoprotein cholesterol was carried out using an auto-analyzer (automatic analyzer).
Definition of metabolic syndrome
The criteria for MetS were unified by a group of international organizations in 2009 in a Joint Interim Statement Assessment of sudomotor function SUDOSCAN (Impeto Medical, Paris, France) is a simple, noninvasive device designed to measure sudomotor function based on reverse iontophoresis and chronoamperometry. Four electrodes are placed on areas with the greatest density of sweat glands, namely the palms of the hands and the soles of the feet (Figure 1 ). A DC current at an incremental voltage of less than 4 V is applied, extracting chloride ions from the sweat and resulting in a current to the electrodes. The current produced is proportional to the chloride concentration that reacted with the electrodes, increasing with each increment of voltage applied. A time/ampere curve is recorded for each deviation and the mean value is estimated for each area. The electrochemical skin conductance (ESC; measured in lS), expressed as a ratio of the current generated and the constant DC stimulus, is calculated for hands (left and right) and feet (left and right). Low ESC indicates sudomotor function abnormality. In addition, an algorithm that integrates ESC with age and BMI has been developed to produce a score estimating the individual's current risk of cardiac autonomic neuropathy (cardiac risk score). This risk score has been validated in several clinical studies [10] [11] [12] [13] [14] . During the test, the patient places his or her hands and feet on the electrodes. The test takes 2 min to carry out, is painless and requires no participant preparation. 
Statistical analysis
Statistical analysis was carried out using SAS version 9.4 (SAS Institute Inc., Cary, NC, USA). For descriptive analysis, continuous variables were expressed as mean -standard deviation, and categorical variables were expressed as percentages. Differences among groups of cardiac risk score were tested by oneway ANOVA for continuous variables and by v 2 -test for categorical variables. To evaluate the associations between SUDOSCAN value and demographic and clinical characteristics, we carried out Pearson's correlation coefficients and multivariate linear regression models. Unadjusted and multivariate adjusted logistic regression models were used to assess the relationship between MetS and values of cardiac risk score and conductance. In model 1, no covariate was adjusted; model 2 was adjusted for sex and age (only for the conductance), and model 3 was further adjusted for current smoking and drinking. Odds ratios (OR) and the corresponding 95% confidence intervals (95% CI) were calculated for an increase of each risk level. A two-sided P-value <0.05 was considered significant.
RESULTS
Patient demographics and clinical characteristics of the total population are shown in Table 1 . Among the 1,078 patients who had complete clinical information regarding MetS and SUDOSCAN, 567 had metabolic syndrome according to the specified criteria. In Table 2 , patients are classified according to their cardiac risk score (no risk <19, moderate risk 20-29, high risk ≥30). The prevalence of MetS increased with the cardiac risk score level, with 42% for cardiac risk score 0-19, 60% for risk score 20-39 and 68% for risk score ≥30 (Figure 2 ). Pearson's correlation and linear regression analysis, adjusted for sex, showed that BMI, waist circumference, systolic blood pressure, diastolic blood pressure, TG, total cholesterol, low-density lipoprotein cholesterol, HDL-C, fasting plasma glucose, 2-h post prandial glucose and glycated hemoglobin and feet conductance (feet ESC) were significantly correlated with cardiac risk score value (Table 3) . Compared with the group classified as no risk according to cardiac risk score, univariate logistic regression analysis showed that participants in the moderate-risk group and the high-risk group, respectively, had a significant correlation with increased odds of the prevalence of MetS and each of its components, except HDL-C (Table 4) . However, only MetS and fasting plasma glucose remained significantly correlated after adjusting for sex, BMI, current smoking and current drinking. As shown in Figure 3 , the cardiac risk score increased with the number of MetS components (P for trend <0.0001).
Patients having feet ESC lower than 70 lS have an OR of 1.5 (P = 0.01) to have HDL-C concentration of <1.0 mmol/L in men or <1.3 mmol/L in women, as compared with patients with feet ESC >70 lS. After adjustment for sex, BMI, current smoking and drinking status, it was 1.4 (P = 0.03). Patients with waist circumference ≥94.4 cm and TG ≥2.59 mmol/L had an OR of 3.4 (P = 0.007) and 4.7 (P = 0.0003), respectively, for having feet and hand ESC lower than 70 lS when compared with patients with waist circumference <81.8 cm and TG <1.15 mmol/L. Patients with waist circumference ≥80 cm for women and ≥85 cm for men, and TG ≥1.7 mmol/L had an OR of 2.1 (P = 0.02) for having feet ESC lower than 70 lS when compared with other patients.
DISCUSSION
In the present study, we found that: (i) prevalence of MetS increased with the cardiac risk score level (P for trend <0.0001); (ii) cardiac risk score value was associated with an increase in the number of MetS components (P for trend <0.0001); (iii) compared with the no-risk group (cardiac risk score <20), participants in the high-risk group (cardiac risk score ≥30) had a 2.83-fold increased risk of prevalent MetS (P < 0.0001) and 1.51-fold (P = 0.01) after adjustment. Hands and feet ESC, direct quantitative measures of sudomotor function, were significantly correlated to components of MetS, but their predictive power for MetS requires further study.
MetS is highly prevalent in China. Diabetes, which in 2010 already affected 11.6% of the Chinese adult population 15 , is an important component of MetS, and a growing medical epidemic. Detection and diagnosis of MetS in the early stage will definitely extend people's life expectancy, and decrease the burden of the government. The sympathetic nervous system plays a central role in the body's metabolic balance 16, 17 , and regulates sweat gland function. An early marker of small fiber neuropathy is the abnormal sudomotor response in people who have sympathetic dysfunction 18 . Autonomic status, therefore, can be assessed by sudomotor function testing 19 , which can also be an efficient screening tool for autonomicrelated diseases 20 . Evaluating sudomotor dysfunction can be easily done using SUDOSCAN, and has been validated by many clinical studies in prediabetes and diabetes. A clinical study carried out by Casellini et al. 10 showed that the SUDOSCAN test had a sensitivity of 78% and specificity of 92% for assessing peripheral neuropathy in people with diabetes. Similarly, Osaki et al. 21 found that in Chinese people, this test has a good performance in the detection of diabetic kidney disease, with a sensitivity and specificity of 94% and 78%, respectively. Data are mean -standard deviation for continuous variables and n (%) for categorical variables. P-values were for ANOVA or v² analysis across the three groups. BMI, body mass index; DBP, diastolic blood pressure; FPG, fasting plasma glucose; HbA1c, glycated hemoglobin; HDL-C, high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol; SBP, systolic blood pressure; TC, total cholesterol; TG, triglycerides. Multiple regression analysis adjusted for sex. BMI, body mass index; DBP, diastolic blood pressure; FPG, fasting plasma glucose; HDL-C, high density lipoprotein cholesterol; LDL-C, low density lipoprotein cholesterol; SBP, systolic blood pressure; TC, total cholesterol; TG, triglycerides.
Early detection of complications associated with MetS is important, yet simple and sensitive techniques have been lacking. However, technological advances in autonomic function testing -and in particular sudomotor tests -are now allowing for precise evaluation at subclinical stages. Knowing the association between dysautonomia and MetS, these new techniques might become an innovative method for detecting and ascertaining the risk of MetS.
The SUDOSCAN test appears to have a number of advantages in the assessment of sudomotor function and its related metabolic disorders: (i) the test is practically automated, with an initial self-calibration; (ii) the test is painless and non-invasive; (iii) results are available immediately after the 2 min of testing; and (iv) neither special preparation of the participants nor medical training for the operator is necessary. There is no recognized gold standard sudomotor function test today against which to assess new technologies. Quantitative Sudomotor Axon Reflex Test is one of the most common tests for assessing autonomic nervous system disorders, peripheral neuropathies and certain pain syndromes. However, the test is lengthy and requires a highly skilled technician, limiting its application in large-scale epidemiological studies or routine therapeutic monitoring 22 . Comparatively, the SUDOSCAN test is perfectly suited for general practitioners, pharmacists and neurologists for routine application. In addition, quantitative results obtained by SUDOSCAN can be used for the follow up of patients involved in prevention programs. Raisanen et al. 14 showed that participants with low fitness levels had improvement of their cardiac risk score after 12 months of lifestyle intervention. This improvement was significantly higher in participants with the highest weekly activity as documented by pedometer, whereas no significant change was observed for weight and waist circumference.
There were several limitations to the present study. First, predicting MetS using an autonomic test, such as SUDOSCAN, alone might be relatively less sensitive and accurate compared with the clinical definition of MetS, which requires a number of abnormalities to be present. However, assessing MetS using multiple anthropometric measurements and a fasting blood test is invasive and time-consuming, whereas a 2-min SUDOSCAN test is rapid and convenient when needing to screen and monitor large populations at high risk for MetS. Second, the convenience and accuracy of SUDOSCAN make it highly suitable for screening rather than diagnosis; therefore, SUDOSCAN test results should be interpreted along with other factors, such as blood pressure, lipid profiles and BMI, for a proper evaluation of the individual's MetS risk. Third, the study was limited to an older Chinese population (age 40 years and older); additional studies will be required to evaluate the performance of the SUDOSCAN test in participants of different ages and races. Fourth, the thresholds for cardiac risk score and conductances (ESC) computed by the SUDOSCAN device will need to be validated for MetS assessment in larger populations. Finally, measuring the predictive power of autonomic function tests for MetS will require additional and specifically longitudinal studies.
In conclusion, sudomotor dysfunction as assessed using SUDOSCAN was found to be linked to components of MetS, but its place in the screening of at-risk populations for MetS has to be confirmed by further studies.
